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SPECIAL CONTRIBUTION 


Though jaundice had appeared epidemic form number 
occasions different countries the 19th century, was 
not till 1912 that Cockayne England pointed out that 
there seemed two forms infective jaundice, one charac- 
high fever and considerable mortality, the other 
almost afebrile and relatively benign. The severe form, 
first described Weil, was proved caused lepto- 
spira. The benign form consists chiefly cases infective 
hepatitis which may epidemic, endemic, and perhaps 
sporadic. There are probably also small number cases 
true catarrhal and obstructive jaundice, the result blockage 
the bile duct due inflammation its wall. 
Certain groups workers, especially Germany, consider 
that there clinical distinction between these two types 
the benign form, and that the catarrhal type responsible 
for sporadic cases. This would appear debatable 
point which can only solved extremely large number 
liver biopsies such cases, isolation causative 
agent and accompanying diagnostic laboratory test. 


Distribution Cases 


The disease usually runs benign course with the majority 
cases occurring children school age. However, from 
time time outbreaks more severe type occur which 
extend the adult population and may result increased 
number fatal cases reported Wallgren (1930) and 
Bergstrand (1930) Sweden. 

previous wars, this disease has become widely pre- 
valent the combatant forces. Van Rooyen Gordon 
(1942) and Cameron (1943) have described large number 
cases from Libya, Egypt and Palestine. Dietrich (1942), 
Gutzert (1942), (1941), Jacobi (1942) and others 
have described large numbers cases among German troops 
Occupied Countries and the various fronts. Ford 
(1943) has given good account epidemic hepatitis 
the civilian population England. 


Clinical Picture 


The signs and symptoms individual cases and groups 
cases may vary considerably, but composite picture the 
disease would somewhat follows. The onset fre- 
quently marked fatigue, headache, loss appetite and 
urticarial morbilliform rash. Fever, nausea and vomiting, 
constipation, and abdominal pain feeling 
fullness may occur, may generalised aches and pains 
and stiffness the joints. After these symptoms have lasted 
for varying period, jaundice rule appears. Alterna- 
tively, there may free interval before its onset, may 
the first observed sign. Some cases may have transient 
biliuria and never become clinically jaundiced. The patient 
usually feels much better with the onset jaundice. the 
vast majority cases the jaundice disappears one four 
weeks, but few cases may progress subacute liver 
atrophy and occasional one may die with acute yellow 
atrophy. 


and Mode Transmission 


Observations short and established single exposures made 
Booth Okell (1928) and Pickles (1939) indicate that the 
incubation period about days. The possibility 
longer period under certain conditions must, however, 
considered, because cases have been seen which ap- 
peared that latent infection had become manifest when the 
patient’s resistance was lowered another illness extreme 
fatigue. The mode spread has most frequently been con- 
sidered droplet infection. Some observers Scandi- 
navia and Germany have favoured the oral route con- 
taminated water, etc., but evidence indicating milk, water 
food the source infection has been forthcoming 
Great Britain. 

recent years, cases clinically similar jaundice have 
occurred following the use certain batches measles con- 
valescent serum, adult serum, mumps convalescent plasma, 
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and yellow fever vaccine which contained serum from 
parently healthy adults. 1937 Findlay MacCallum first 
described cases jaundice occurring individuals two 
seven months after they had been inoculated with certain 
batches yellow-fever vaccine. Human serum from normal 
donors was used making the vaccine, and hyperimmune 
serum from recovered cases was given with the vaccine 
the majority instances. None the sera used could 
traced donor known suffering from jaundice the 
time was bled. All sera were preserved the addition 
Before use the serum was passed through Seitz filter and 
later all sera were heated 56° for halfan hour. 1939, 
following close check all stages the process, Findlay, 
MacCallum Murgatroyd came the conclusion that the 
source the icterogenic agent was probably the human 
serum which had been introduced into the yellow-fever virus 
tissue cultures from which the vaccine was made and possibly 
propagated there along with the yellow-fever virus. This 
has not been confirmed yet. Similar incidents much 
larger scale have been reported Soper Smith (1940) and 
Fox, Manso, Penna Para (1942) from Brazil, and the 
Surgeon-General’s Office the U.S. Army 1942. most 
instances the disease runs benign course, similar that 
seen infective hepatitis, but small number fatal cases 
have occurred. has been established that the condition 
not form yellow-fever itself. the present moment 
the most striking difference between the two conditions 
the apparent lack secondary cases among people exposed 
individuals with post-vaccine jaundice. The interval be- 
tween inoculation and onset illness also considerably 
longer than the usually accepted incubation period infec- 
tive hepatitis, but this may related the route infection. 
The most popular view that serum from individual 
the incubation stage infective hepatitis has been included 
the pool serum used these occasions. However, 
until the infective agent isolated, the possibility the 
disease being caused some other factor present certain 
human sera cannot ruled out. 

Since the introduction arsenical drugs for the treatment 
syphilis, many different clinics have reported cases 
jaundice occurring varying stages the treatment. the 
early days some this may have been true arsenical 
poisoning from impure batches the drug. However, 
later years, retesting supposedly incriminated lots 
animal toxicity tests did not support this hypothesis. Since 
the last war interest arsenotherapy jaundice has not been 
great should have been, but now revived because 
the effects this disease military personnel (Mitchell, 
1943). Many venereologists consider the problem has been 
solved the use less toxic preparations such mapharsen 
(m-amino-p-hydroxyphenylarsenoxide). the other hand, 
many pathologists favour the possibility that result 
drug treatment the liver rendered more susceptible the 
hypothetical virus infective hepatitis. Another possibility, 
mentioned Bigger (1943) and others, that infective 
blood from one patient carried another because 
imperfect sterilization syringes. 

Andersen (1937) claims have infected pigs with material 
from cases infective hepatitis Denmark, but unfortun- 
ately porcine hepatitis was present the country the time 
that the results are difficult assess. Siede Meding 
(1941), and Siede Luz (1943) have reported transmission 
developing chick embryos. Other workers such Hoyle 
(1943), have failed confirm any these results transmit 
the disease any laboratory animal. However, Dresel, 
Meding Weineck (1943) have recently reported the infection 
canaries inoculating duodenal juice and urine from 
humans the preicteric phase the disease. Experiments 
with human volunteers have been carried out small scale 
several workers. Voegt (1942) has reported successful 
transmission oral administration small amounts duo- 
denal juice and subcutaneous and intramuscular injection 
serum and blood from cases infective hepatitis. Cameron 


(1943) 
volu 
jaundi 
Lar 
group 
was 
serum 
taken 
produ 
genic 
265 


each 

28, 
jaund 


yellov 
lected 
Ande 
Berg: 
Big 
Boot 
Cock 
Find 
Find 
Fox, 
178 
JAI 
hov 
urb 


ap- 
first 
two 
certain 
nmune 
uld 
the 
idition 
and 
1939, 
indlay, 
the 
human 
ossibly 

This 
much 
and 
the 
most 
that 
cases 
ions 
val be- 
lerably 
ection. 
cluded 
the 
certain 


itment 
ses 
the 
senical 
ver, 
Since 
been 
ecause 
itchell, 
been 
harsen 
hand, 
sult 
the 
ibility, 
fective 
use 


aterial 
ortun- 
time 
Hoyle 
ansmit 
fection 
from 
iments 
scale 
cessful 
duo- 
ion 
meron 


(1943) injected serum whole blood subcutaneously 
volunteers. the was able follow, all developed 
jaundice one six months later. Recently Oliphant, Gilliam 
Larson (1943) have been able show that the serum 
group individuals who had developed jaundice following 
with icterogenic batches yellow-fever vaccine, 
was capable producing the disease when inoculated sub- 
cutaneously into second group individuals. further 
passage third group normals was possible with the 
serum those who developed jaundice the second group. 
Serum taken the preicteric stage was icterogenic, but that 
taken from one patient months after the jaundice failed 
produce jaundice inoculated volunteers. The ictero- 
genic agent was not inactivated heating 56° for 
minutes, but following exposure ultra-violet radiation 
2650 for hour and 2537 for hours, icterogenic 
lot vaccine failed produce jaundice volunteers. 
all previously reported experiments attempts infect 
laboratory animals, including the Syrian hamster [Cricetus 
and cotton rat [Sigmodon were unsuccessful. 
attempt prove the infectious nature so-called 
yellow-fever-vaccine jaundice, Findlay Martin (1943) col- 
lected nasopharyngeal washings from three patients thought 
suffering from this disease. The washings were in- 
stilled intranasally three supposedly normal individuals, 
each whom was said have developed jaundice after 
28, and days respectively. the yellow-fever-vaccine 
jaundice form infective hepatitis, remarkable 
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that there have not been reports large numbers cases 
the disease among individuals exposed these cases. 
great deal more work necessary before any conclusion 
can drawn from these experimental results. 

Aspiration biopsy the liver practised Iversen 
Roholm (1939) and Dible, McMichael Sherlock (1943) 
great achievement, helping clarify our understanding 
the underlying histology which had previously been based 
almost entirely post-mortem material cases which de- 
veloped acute atrophy. The work Dible and his colleagues 
demonstrating common picture infective hepatitis, 
arsenotherapy jaundice and so-called serum jaundice, 
especially interesting. 

Until the causative agent isolated and the disease trans- 
mitted laboratory animal, some diagnostic laboratory 
test discovered, the question mode transmission 
and aetiological relationship these various conditions 
must remain largely theoretical. 


Treatment 


The treatment the condition has changed somewhat 
recently, more stress being laid high protein well 
high carbohydrate content the diet. result 
experimental work certain types poisoning, such that 
Miller, Ross Whipple (1940), with chloroform dogs, 
has been considered that proteins with high content the 
sulphur-containing amino-acids, methionine, and cystine, 
might value the treatment this condition. 


[As space does not permit mention all the important papers the subjects discussed, refer- 
ence has been given few selected papers reviews which the methods are 
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Dr. MacCallum member the staff the Wellcome Bureau Scientific Research, where 
has been charge the production yellow-fever vaccine since 1940. has collaborated with 
Dr. Findlay studies yellow fever, lymphocytic choriomeningitis, post-yellow-fever-vaccine 
jaundice, and infective hepatitis. They first reported the occurrence so-called yellow-fever-vaccine 
jaundice 1937 and later suggested that the cause lay the human serum used for making the vaccine. 


Dr. MacCallum present Senior Bacteriologist the team five selected the Medical 


Research Council study infective hepatitis. 


The team working laboratories the 


Department Pathology, Cambridge University. intensive and concerted effort being made 
isolate the aetiological agent and find practical diagnostic laboratory test for this disease. 
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OUTBREAK EPIDEMIC CATARRHAL 
JAUNDICE 

Edwards, British Medical Journal, 474-475, 
17/4/43 

the past the majority outbreaks epidemic catarrhal 
jaundice Britain have affected ruralareas. would appear, 
however, that the town-dweller has little immunity from the 
urban area. 


Sixty-four cases epidemic catarrhal jaundice occurred 
among the children and teachers schools large town. 
The epidemic started one school, lasting several months, 
and then appeared after summer holiday other schools 
the neighbourhood. began the spring and extended 
into the autumn. Both sexes were equally affected. The 
highest incidences were the age groups 6-10 years and 
20-30 years. The latter group included the school teachers. 
Eight children the age-group 4-5 years were affected, 
between 6-10 years, and between 11-15 years. the 
cases the age group 20-30 years, were school teachers 
and the the group over years, was school teacher. 
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Multiple cases family were reported, but more than 
cases per family were noted. 

The disease spread contact school. Groups 
each class were affected simultaneously, indicating 
close personal contact and probable droplet infection. 
The incubation period was determined between and 
weeks. The infective period seems short. The 
onset was characterised malaise, anorexia, vomiting, and 
sometimes upper abdominal pain. Vomiting lasted from 
few days week and was cyclical character. Constipa- 
tion was common this stage. When vomiting ceased, 
jaundice appeared the conjunctive and there was some 
persistent Skin icterus appeared 
generally. The urine became orange-coloured 
stools greyish Pyrexia was variable, 
but headaches were often severe. The liver and spleen were 
enlarged. The icterus lasted from days weeks. The 
urine and became normal slightly advance the 
disappearance icterus. The adults noted severe pains 
the back, arms, and legs. Neither rashes nor skin itching 
were observed. recovery, the appetite was excessive. 
The blood films from the cases showed leucopenia with 

There seems effective measure control, school 
closure merely leading scattering the disease over wider 
area. The period two weeks’ isolation which was enforced 
during this outbreak seems adequate, was not 
followed any return case. 
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INFECTIVE HEPATITIS: 300 Cases Outer London 
Borough 
Ford, Lancet, 675-678, 29/5/43 


extensive outbreak epidemic catarrhal jaundice occurred 
over period months London suburban area. 
The focus the outbreak appeared the school popula- 
tion. Three hundred cases were studied. one school 
with 778 pupils, cases appeared among the pupils and 
among the teachers, total incidence for pupils and teachers 
about 10%. One class showed incidence 
and this included the teacher. The sexes were about equally 
affected. the cases were children under and 
were individuals below the age 24. [Compare 
Edwards, 1943] The epidemic started October, 1942, and 
rose peak (102 new cases) January, 1943. April, 
1943, new cases were appearing the rate week. 

Multiple cases, more than per household, numbered 
34% the total cases reported. The incidence cases 
total individuals exposed contact was highest (28 
the age groups 5-15 years. Under years and over 
years varied between 1-8 and The incubation 
period was between and days. The prodromal period 
was characterised malaise, mental depression, drowsiness 
irritability. Headaches, photophobia, shivering attacks, 
and upper abdominal pain were also observed. Muscular 
tenderness and joint pains were noted few cases. Pyrexia 
101° [about 38-3° C.] with nausea and vomiting 
appeared days after the onset the prodromal symptoms, 
and within hours these more severe symptoms icterus 
appeared the conjunctive, spreading rapidly over the skin. 
The urine was dark and the stools were clay-coloured. The 
liver was enlarged and there was rapid loss weight. 
appetite returned, the patients ate ravenously. the whole, 
the cases were mild type, the jaundice clearing 1-3 
weeks. One death from acute yellow atrophy the liver 
occurred. 
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INFECTIVE HEPATITIS 
Cameron, Quarterly Journal Medicine, 12, 
139-155, July 1943 

Infective hepatitis has been pre alent Palestine and the 
adjacent countries for many years sporadic form among 
the civilians, especially adolescents, children, and new im- 


migrants. Small numbers cases were noticed British 
troops stationed there 1938 and 1939, and the disease 
assumed epidemic form 1940. Three hundred and 
two cases were notified that year and further 126 cases 
1941. The work reported the present paper was carried 
out two Army General Hospitals Palestine collabora- 
tion with Professor Kligler, the Hebrew University 
(Jerusalem), Captain Colville and Major Dales 
the Royal Army Medical Corps, and Captain Hynds the 
Royal Army Veterinary Corps. 

The signs and symptoms seen from the clinical records 
170 patients, all whom became jaundiced, were the same 
those described previous epidemics from other countries, 
Detailed studies close contacts all patients suggested 
tentative minimum incubation period days. was 
found that many cases much longer incubation period 
must considered the contact assumed the source 
was correct. The hypothesis was made that such delayed 
cases the liver was resistant the time infection, but later 
became suitable soil because some accessory factor such 
alcohol, other illness, chill, low dict fatigue. There 
was heavy incidence the disease following periods 
active service the field. 

Numerous attempts infect experimental animals with 
blood and nasal washings were unsuccessful. 

Inoculations were carried out human 
The first man received unfiltered serum intra- 
muscularly, the serum being obtained from apyrexial case 
infective hepatitis the 2nd day jaundice. Symptoms 
anorexia, headache and depression appeared the 30th 
day, followed fever and pain the back, and jaundice 
the 35th day. 

Blood and nasal washings from this man were injected into 
second volunteer, who was still well after weeks, which 
time ceased available for observation. Five other 
men received injections cm.* serum whole blood 
from cases infective hepatitis the pyrexial stage. One 
felt unwell and passed dark urine month after injection. 
recovered from this, but after further months became 
jaundiced. second man developed jaundice months after 
inoculation, and the remaining three men within months. 
number other cases infective hepatitis occurred 
the same unit, but the incidence was low especially com- 
pared with the 100 incidence the volunteers. 

Attempts transmit infection from cases infective 
hepatitis human volunteers bed-bugs were unsuccessful. 

The author summarises the post-mortem findings fatal 
cases and case which piece liver was removed for 
biopsy during operation for intercurrent appendicitis. 
His main conclusion from the macroscopic and microscopic 
appearances was that generalised infection damages 
blood-vessels, leading hemorrhages, and especialiy 
liver damage resulting necrosis.” 


JAUNDICE AFTER ADMINISTRATION 
HUMAN BLOOD PRODUCTS 
181 


HOMOLOGOUS SERUM JAUNDICE: Memorandum 


Prepared the Medical Officers the Ministry Health 
Lancet, 83, 16/1/43 


Jaundice following the injection homologous serum 
man has been reported from time time. Brazil, 1939, 
304 cases jaundice occurred patients who had received 
yellow fever vaccine which contained human serum, and this 
complication recurred 1940. Further interest this syn- 
drome was stimulated the occurrence 28,585 cases 
jaundice North American troops who had received yellow 
fever vaccine containing human serum, and the question arose 
whether the widespread use human serum and plasma 
for transfusion purposes might introducing the hazard 
this type jaundice, which some cases has produced the 
death the patient with widespread liver necrosis. 

Little had been heard Britain this condition except 
that, 1937, 109 recipients single batch measles 
convalescent serum, administered subcutaneously, developed 
jaundice, and died. These cases were scattered propor- 
tionately over wide area the South England. batch 
measles adult serum, pooled and filtered through Berke- 
feld candle the same laboratory, gave rise least cases 
jaundice with one death (Chief Medical Officer, 1937). 
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The Memorandum reviewed here was therefore prepared 
Medical Officers the British Ministry Health see 
any light could thrown the subject. 

their survey they discovered that 1885 there had been 
outbreak jaundice Bremen following the use 
vaccine lymph (Lurman, 1885). 
They also discovered that, 1942, 266 British troops 
who had had Seitz-filtered pooled mumps con- 
valescent plasma had developed jaundice, and also that 
patients who had received large doses pooled and dried 
serum for various vascular diseases Emergency Medical 
Service hospital, had developed jaundice. 

result their survey the authors consider that, 
although the cardinal sign the condition jaundice, 
probable that the disorder occurs without the appearance 
jaundice, and they cite the case child who, after receiving 
otherwise implicated serum, died meningismus 
some twelve weeks later. The intensity the jaundice and 
the liver damage has varied from fulminating liver necrosis 
mild disease. They suggest that differentiation 
from epidemic hepatitis may possible, erythema multi- 
forme, stiff joints and splenic enlargement may recognised 
distinguishing points. particularly characteristic feature 
has been the very long latent period between the injection 
the human blood products and the appearance jaundice. 
This period commonly between and days. 

Tests sera that have been known cause the condition 
have far shown nothing. possible causes the authors 
tentatively suggest virus, mysterious antigen, 
sensitising serum from sensitive donor. 

They also state that analogous conditions horses follow- 
ing the introduction homologous serum are means 
uncommon. The most interesting case recorded that 
Stagsvold (1938), who prepared anti-anthrax serum from 
horses and cows and injected either homologous hetero- 
logous serum into both. Acute subacute necrosis the 
liver occurred the horses receiving homologous 
serum, while the cows treated with either serum and the 
horses treated with heterologous serum were not affected. 
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JAUNDICE FOLLOWING ADMINISTRATION 
HUMAN BLOOD PRODUCTS 


Journal, 750-753, 19/6/43 


Between August, 1941, and June, 1942, patients two 
associated hospitals were transfused with liquid pooled 
human plasma reconstituted dried human serum. The 
quantity administered varied between 300 and litres. 
None the cases was acutely ill. were suffering from 
peripheral vascular disease hypoproteinemia. Immediate 
reactions such pains the back, nausea, rigors and 
pyrexia were not related the occurrence jaundice. 
the patients transfused, were traced and had become 
jaundiced between and 107 days after the last transfusion. 

Contact with cases infective hepatitis during the stay 
hospital and after returning home had not occurred. 
ward patients, one case developed jaundice days 
after the last transfusion. Five weeks after the onset 
symptoms this case, another patient became jaundiced. 
The lapse time since the last transfusion the latter case 
was days. the same time there was the ward another 
patient who three and half months later developed jaundice. 
The length time between this patient’s last transfusion 
and the onset his jaundice symptoms was 107 days. 

The onset illness was sudden. Malaise, nausea and 
epigastric discomfort preceded the jaundice cases. One 
case showed pre-icteric rash. Neither joint pains nor 
biliary colic were noted. The liver was enlarged cases 
and the spleen The severity the disease varied from 
symptomless jaundice one severe case. Most were 
moderate severity. The severity the condition bore 
relation the amount plasma serum administered. 
The illness lasted weeks. 


The ages the patients varied between and years. 
This striking contrast the usual age incidence infec- 
tive hepatitis (5-15 years). The illness was more severe 
than the infective hepatitis recorded school children, and 
lasted longer. There were relapses. Albuminuria and 
polymorphonuclear leucocytosis were absent. 

The authors consider that the common factor all their 
cases was the use transfusion fluids. They put forward 
the following hypotheses 

(i) That the condition may due allergic reaction. 
there was evidence any previous allergic phenomena 
and evidence eosinophilia, this unlikely. The long 
time interval between transfusion and the appearance 
symptoms against allergic reaction. 

(ii) That hepatotoxic agent had been introduced with 
the transfusion fluid. Such agent might 


(a) virus contained the fluid, 
(b) toxic chemical substance such altered plasma 
protein. 


(iii) That the transfused fluids might toxic the liver, 
thus reducing its resistance the virus infective hepatitis. 
The absence infectivity and the long symptom-free period 
are against such explanation. 

[Although the authors conclude that specific virus 
unknown chemical substance responsible for their 
cases, their observations themselves not suffice favour 
one other these two views. Recent papers other 
observers, however, make clear that the long symptom- 
free period between transfusion and the onset jaundice 
compatible with the transmission virus direct 
inoculation into the blood stream.] 


JAUNDICE AFTER YELLOW-FEVER 
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JAUNDICE FOLLOWING YELLOW-FEVER IMMUNI- 
SATION Transmission Intranasal Instillation 


The nasal washings from individuals with icteric pre- 
icteric symptoms following yellow fever immunisation were 
collected and instilled into the human volunteers within 
hour. The volunteers came from semi-closed community 
500 individuals which case infective hepatitis 
(epidemic catarrhal jaundice) had appeared during the 
previous months. All had been immunised against 
yellow fever from batch vaccine which had not produced 
case post-vaccinal jaundice. None the volunteers 
had ever suffered from jaundice. 

Donor developed malaise, loss appetite, and nausea, 
days after yellow-fever inoculation. Two days after the 
onset, his nasal washings were instilled into recipient 
Three days after taking the nasal washings, donor developed 
jaundice. had very mild attack which cleared days 
after the onset symptoms. Recipient complained 
malaise, nausea, and upper abdominal pain days after 
the instillation nasal washings. His temperature was 
100° [about and his liver and spleen were just 
palpable. Stools were light grey colour. Urine contained 
neither bile nor albumin, but the serum icteric index rose 
from Three days later the icteric index rose 
the van den Bergh reaction was delayed direct positive, 
urobilin and bile with trace albumin were present the 
urine. month later the urine contained only trace 
albumin. 

Donor developed tiredness, loss appetite, 
nausea, and headache, and upper abdominal pain days 
after yellow-fever vaccination. Three days after these 
symptoms appeared, nasal washings were taken. this 
day his urine contained bile, and the evening his tempera- 
ture was The following day the conjunctive were 
jaundiced, the urine contained bile and trace albumin. 
Two days later the liver was just palpable and icterus was 
present the skin. The icterus was fading hours later 
and appetite had returned. Discharge from hospital took 
place days later, with jaundice cleared and bile albumin 
the urine. Recipient who received the nasal washings 
complained constipation and upper abdominal tenderness 
days after instillation. The liver and spleen were not 
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enlarged. Six days later the temperature was raised 
100° [about 38° C.] and icteric staining the conjunctive 
was noted. The urine contained bile and albumin. The 
following day the icteric index had risen and the van 
den Bergh reaction was positive direct. The bile content 
the urine had increased and albumin was still present. 
Four days later the icteric index fell 18, bile was still present 
the urine, but albumin had disappeared. 

Donor the 83rd day after yellow-fever inoculation 
complained loss appetite, nausea, and malaise. Three 
days later the urine was dark. Jaundice appeared the 
6th day after the onset. The following day, when nasal 
washings were taken, the jaundice had deepened and the 
urine contained bile but albumin. enlargement 
liver spleen was present. Stools were pale. Fifteen 
days after the onset the jaundice was still deep orange. 
Appetite was poor and nausea was marked. Improvement 
commenced and the 35th day disease was discharged. 
Bradycardia was observed from the 11th the 24th day 
the disease. Recipient developed malaise, loss 
appetite and tiredness days after instillation the nasal 
washings from donor The urine and the van den Bergh 
reaction the serum were normal. Temperature was 
[37-2° C.] the evening. Two days later urobilin 
and trace bile the urine were observed. The serum 
gave weak positive direct reaction. The general condition 
was then improving. icterus appeared. 

Donor was admitted hospital days after yellow- 
fever inoculation. complained diarrhcea and vomiting 
with slight pyrexia. Nasal washings were taken the 
6th day after admission. never developed jaundice nor 
did show any abnormal urinary constituents. was 
thought might have been pre-icteric state, the washings 
were instilled into recipient This recipient did not 
develop any illness. the day his urine had minute 
trace urobilin, but bile albumin. His icteric index 
remained within the range 

These experiments show that the infective agent, when 
injected the course the yellow fever inoculation, required 
incubation period 80-83 days for symptoms appear. 
When instilled into the nasal cavity, the incubation period 
fell days recipient P., days recipient D., 
had obvious jaundice, while recipient M.M. had sub- 
clinical icterus. Donor never developed any symptoms 
infective hepatitis, nor did the corresponding recipient 
From the evidence these experiments, would 
appear more likely that infective hepatitis caused 
virus than hypothetical toxin. 
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JAUNDICE SYPHILITICS UNDER TREATMENT 
Possible Transmission Virus 
Bigger, Lancet, 457-458, 10/4/43 


The most probable cause jaundice after the inoculation 
human blood, plasma, serum the transfer virus 
from donor recipient. may well that the high in- 
cidence jaundice syphilitic patients treated injections 
arsenicals due the transfer the same similar 
virus from patient patient. venereal disease clinics, 
blood commonly drawn into syringe before the arsenical 
solution injected into the vein, and the same syringe 
then used, after washing with sterile water and antiseptic 
solution, for injection into another patient. was obvious 
that this procedure might permit the transmission infection 
from patient patient. 

test the efficiency the routine washing syringes 
eliminating infective material from the interior the syringe, 
the following experiment was carried out. Into syringe 
sterile water), about 0-2 citrated blood 
heavily infected with staphylococci was drawn. The con- 
tents the syringe were expelled through sterile needle, 
and after removal the needle the syringe was washed out 
filling and expelling succession two syringefuls sterile 
water, one 0-1 biniodide mercury solution and two 
syringefuls sterile water. Each washing was drawn from 
separate sterile container. Finally, sterile water 
was drawn into the syringe and, after fitting sterile needle, 


jaundice apart from treatment rare. 


culture bottles were made. Each bottle after incubation 
contained living staphylococci. was clear that the binio- 
dide mercury was valueless antiseptic under the 
conditions the experiment. 

Seven further experiments were carried out, identical with 
the above, but omitting the biniodide washing. Six washings 
with sterile water were made and inoculations were 
made from the second and subsequent washings. The 
number organisms per the infected blood was 
estimated. the original organism content was million 
bacteria per the first washing ought contain 1,800, 
the second 14, and the third and later washings per 
was found that the experimental results did not agree with 
the expected concentrations and that the content was higher. 
This was due the fact that the piston did not fit the barrel 
tightly scrape the surface free the fluid previously 
contained the barrel. The looser the fit the piston, the 
higher the bacterial content the washings, and the possi- 
bility hypothetical virus being transmitted from patient 
patient infected syringe evident. effective 
method preventing such transmission infection depart- 
ments treating large numbers patients not easy suggest. 
The ideal freshly boiled syringe for each patient may 
difficult put into practice. The use frequent washing 
from separate pots sterile water followed soaking 
powerful disinfectant and further washing less satisfactory. 
Another suggestion that glass bulb should inierposed 
between the syringe and the needle. Blood would flow into 
the bulb, and with care would not reach the syringe. This 
method inspires less confidence than washing followed 
boiling between injections. 
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JAUNDICE SYPHILITICS 


Marshall, British Journal Venereal Diseases, 19, 
52-58, June 1943 


The incidence jaundice has increased remarkably since 
early 1941. total 940 syphilitics attending centres 
the time writing, 273 had had jaundice. The 
author has not, chiefly owing movements patients from 
one region another, been able keep accurate compara- 
tive statistics. During the relevant period there was 
change treatment, which consisted, for early syphilis, 
minimum courses weekly injections neoar- 
sphenamine (0-6 g.) and bismuth (0-2 g.), with interval 
weeks between courses. 

Hepatitis, with without jaundice, can occur any stage 
untreated congenital and acquired syphilis. congenital 
syphilis enlargement the liver not uncommon, but clinical 
The mild hepatitis 
primary and secondary syphilis gives rise clinical 
coincident with severe florid secondary syphilis, and 
arsenical treatment usually clears the condition. Acute 
yellow atrophy has been noted untreated cases but 
apparently rare. late syphilis, liver involvement rare. 

Liver dysfunction occurring during arsenical treatment can 
classified four main types 


(i) Acute mild hepatitis, 
(ii) chronic more severe hepatitis, 
(iii) sub-acute yellow atrophy with recovery but followed 
sooner later some degree hepatic cirrhosis, 
(iv) acute yellow atrophy. 


Types (i) and (ii) tend towards complete recovery, but type 
(iv) usually fatal. The clinical types are not any way 
different from those seen the non-syphilitic population. 
The mild hepatitis commences with pre-icteric stage during 
which the patients complain anorexia, indigestion, nausea 
and vomiting. The urine may become dark and the stools 
pale. This phase may short and the symptoms vague 
and mild that may pass unnoticed until the urine becomes 
dark icterus appears. Joint pains and skin rashes are not 
uncommon pre-icteric symptoms. appears any 
time between few days and two weeks after the first symp- 
toms. proportion cases icterus may not appear, 
but usually urobilinogen can demonstrated the urine, 
and liver function tests indicate some liver damage. When 
arsenical treatment withdrawn but bismuth continued 
these cases mild hepatitis clear from 1-3 weeks. 
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Only these cases show staining the skin. Chronic 
hepatitis type (ii) differs severity from type (i) and the 
symptoms may persist from weeks. Recovery 
slow and six months may elapse before the patient well. 

Type (iii) cases are uncommon. The patient usually 
deeply jaundiced and after one two weeks becomes 
seriously ill. Some patients become cholaemic while others 
develop ascites. Recovery slow and cirrhosis inevitable. 
Acute yellow atrophy (type iv) fortunately very rare. 

Treatment has not been successful either accelerating 
the speed recovery diminishing the severity the 
condition. The best diet should contain plenty protein 
and carbohydrates with minimum fats. drug tried 
has been found value. During convalescence the amount 
exercise permitted should limited. Soldiers better 
leave their homes than convalescent camps where 
exercise may too vigorous. Alcohol contra-indicated 
for least months. While recovery the rule, the ulti- 
mate prognosis will remain unknown for years. 

important resume arsenical treatment soon 
possible. Heavy doses bismuth should continued 
throughout the course the hepatitis. Arsenic should not 
withheld for more than three months. treatment not 
too seriously interrupted there reason believe that the 
appearance jaundice has any effect the syphilitic 
prognosis. 

Jaundice commonest about the beginning the second 
course treatment, i.e. between the eleventh and sixteenth 
injections, the fifteenth the twentieth week treatment. 
The same time incidence noted whether neoarsphenamine 
mapharside used. 

has not been possible determine the relevant causal 
factors the disease nor what the method spread. Men 
are much more liable jaundice than women, and soldiers 
than civilians. Alcohol apparently increases the liability 
jaundice. The incidence jaundice syphilitics rises 
with the incidence amongst non-syphilitics but much 
higher level. The frequency cases 20-40 times greater 
syphilitics than non-syphilitics. 

Attempts reduce the incidence the hepatitis have 
shown that when the dose the arsenical preparations 
decreased there fall the number jaundice cases, but 
the findings far are inconclusive. 


186 


JAUNDICE SYPHILITICS 


Anderson, British Journal Venereal Diseases, 
19, 58-62, June 1943 


The toxicity neoarsphenamine preparations not now 
regarded the only factor the production jaundice 
syphilitics. Nedzel (1942) thought that meteorological 
factors had some effect his experiments rabbits and rats. 
noted severe effects with low temperatures and high 
barometric pressure and also when the temperature 
barometric pressure fell rapidly. Whether these factors 
apply human cases is, however, not known. The drugs 
vary the degree cutaneous hypersensitivity produced 
guinea pigs. When the latter were fed green (summer) 
food which had alkaline ash, their sensitivity neo- 
arsphenamine was less than when the dry (winter) food was 
given. Sulzberger Mayer (1931) considered that this effect 
was related the acid-base balance rather than vitamins. 
Other workers have shown that racial and constitutional 
factors are import and concluded that sensitivity 
specific the arseno-benzol complex and independent 
the actual toxicity the compounds used. 

clear from the work Messenger Hawkins (1940) 
that dogs high protein diet the best protection against 
liver damage induced arsphenamine. Later work 
Miller Whipple (1940) showed that the liver injury caused 
chloroform increases amount the body stores 
protein-forming material are diminished. 
sulphur-containing amino-acid) will protect the liver against 
damage arsphenamine (Messenger Hawkins, 1940). 

The incidence jaundice the Scottish area the period 
Ist December, 1942, was The greatest 
number these cases occurred the three months 
October (108 out total 171 cases). The author con- 
cluded that the cases observed could not differentiated 
from the jaundice due other toxic infective causes. 


attempt detect potential jaundice cases, was 
found that routine testing the urine for excess urobili- 
nogen was the most valuable method. Excess urobili- 
nogen appears the urine many days before any clinical 
sign jaundice develops. The detoxicating function the 
liver was assessed Quick’s method. Six grams sodium 
benzoate were given mouth. excretion less than 
grams four hours was taken indicate impairment 
liver function sufficient warrant suspension arsphena- 
mine administration. The possibility the sodium benzoate 
causing liver damage its own cannot ignored, and 
repeated administrations this drug may dangerous. 

The author was able demonstrate that reduction the 
dosage neoarsphenamine the substitution mapharside 
for neoarsphenamine did not reduce the incidence jaundice. 
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THE PATHOLOGY ARSENO-THERAPY JAUNDICE 
Diseases, 19, 102-108, September 1943 


PATHOLOGY ACUTE HEPATITIS: Aspiration 
Biopsy Studies Epidemic, Arsenotherapy and Serum 
Jaundice 

2/10/43 


these two papers from the British Postgraduate Medical 
School the authors report the results investigation into 
the pathology acute hepatitis which they continued and 
amplified the liver biopsy studies begun Iversen Roholm 
(1939) Denmark. The first paper briefly describes the 
clinical course and the histological lesions arseno-therapy 
jaundice only. The second covers also two groups patients 
with epidemic hepatitis and serum jaundice,” and includes 
short account the biopsy technique used the authors, 
and more detailed description the lesions involved. 
Biopsies were performed the following cases 


Cases Biopsies 


aspirating small cylinder liver tissue into mm. bore 
cannula passed transpleurally through track 
into the right lobe the liver. view the risk hemor- 
rhage severe cases, however, the authors recommend this 
technique only for carefully selected patients, and under 
circumstances which possible hemorrhage 
properly and adequately dealt with. 

spite number facts which make such belief 
difficult accept, venereologists have generally been the 
opinion that the jaundice associated with the arseno-therapy 
syphilis due toxic action the drug upon the 
form arsenic poisoning due hypothetical idiosyncrasy 
those whom occasionally affects. The observations 
Roholm Iversen (1939), however, demonstrated the essen- 
tial similarity the lesions this form jaundice with 
those encountered epidemic hepatitis, and the fact that 
certain syphilologists have continued treat jaundiced 
patients with arsenicals without further ill effects, also fails 
support the arsenic poisoning theory. 

Although different factors may have been in- 
volved the authors’ groups cases reported the second 
paper, the histological findings were the same all three 
types, and are therefore considered whole. Acute hepa- 
titis was definitely present every case, the histological 
picture varying accordance with the severity the jaundice. 
The different degrees intensity liver damage, which are 
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illustrated case histories and photomicrographs the 
lesions described, are divided into four categories 


(i) Severe, acute hepatitis with diffuse lesion affecting 
the whole liver lobule, which considerable destruction 
liver cells, disorganisation the lobular pattern, 
and infiltration inflammatory cells evident, 

(ii) moderate acute hepatitis with mixed diffuse and zonal 
lesions, which destruction the liver lobule less 
pronounced and infiltration the portal zones more 
conspicuous, 

(iii) limited type hepatic lesion representing 
either mild hepatitis which the lobular pattern 
not disturbed and liver cell necrosis minimum, 
late condition hepatitis which recovering. 
the latter case may associated with other 
chronic changes, 

(iv) chronic residual and fibrotic lesions. 


The frequency with which the various types lesion were 
found, relation the duration the disease and the 
intensity the jaundice, illustrated the following table 


Type lesion Serum bilirubin 


Mixed 


(mean 
8-0) 
(mean 
Over 
1-1-9-2 (mean 
3-3) 


Residual fibro- 


| 
| 


Duration 7-26 weeks only two slightly jaundiced. 


While the data are insufficient follow with certainty the 
histological evolution lesions varying severity from their 
earliest stages, the authors suggest that, the early stages, 
degeneration and autolysis are most severe the cells about 
the hepatic vein, and that the leucocytic and histiocytic reac- 
tion may proceed from the portal zones centrally. 

There are four possibilities regards the further evolution 
the hepatitis 


(i) Clinical recovery with complete restitution the liver 
may follow even severe diffuse lesions, regeneration 
being assisted the remarkable preservation 
the reticulin framework which probably provides 
scaffolding which the lobule reconstructed, 

(ii) continuous progress the lesion leading death with, 
necropsy, the picture acute sub-acute liver 
necrosis, may occasionally occur, 

(iii) development liver cirrhosis may result when the pro- 
gress the disease more prolonged, fibrotic changes 
becoming predominant and giving rise picture 
classical cirrhosis. Two such cases were encoun- 
tered the authors, one patient under arseno- 
therapy, the other elderly woman apparently 
suffering from epidemic hepatitis, 

(iv) mild residual fibrosis may persist for some time 
cases with the zonal type lesion, probably recovering 
later. 


There was evidence obstruction the interlobular 
bile ducts, and the authors’ material suggests that the patho- 
logical basis epidemic jaundice hepatitis, not biliary 
obstruction following duodenal inflammation. 

The findings reported are particularly relevant the 
question the causation the jaundice arsphenamide- 
treated patients, they show that the hepatic lesions differ 
essential details from those found serum jaundice 
and simple epidemic hepatitis catarrhal 
one syphilitic patient, jaundice occurred before the administra- 
tion arsphenamide had been commenced, and this man 
the same lesions were found the arsphenamide-treated 
cases. one case florid secondary syphilis without 


jaundice, lesion was found the specimen liver obtained 
biopsy. With reference certain experimental data, the 
authors point out that these hepatic lesions man are quite 
different from those produced animals arsphenamide 
poisoning. The latter are mainly hemorrhagic, necrotic and 
fatty, and require massive doses for their production; the 
jaundice man occurs with normal doses, and character- 
istically irregular its incidence. 

The authors conclude that neither syphilitic lesions the 
liver nor arsenobenzol poisoning cause the hepatitis seen 
patients undergoing arsenical treatment. the other hand, 
the identity the histological lesions occurring the course 
arsenotherapy, serum jaundice, and catarrhal 
suggests that the cause may identical all 
three types. 
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DEMONSTRATE VIRUS INFECTIVE HEPATITIS 
Hoyle, Monthly Bulletin the Ministry Health and 
the Emergency Public Health Laboratory Service, 99-101, 
October 1943 


this note from the Emergency Public Health Laboratory 
Northampton, the author reports small outbreak mild 
infective hepatitis which attacked mainly children and young 
adults. Usually, there was febrile pre-icteric phase 
2-3 days, followed afebrile icteric phase weeks. 
The incubation period appeared 3-4 weeks. One child 
died the third week the disease and showed extensive 
liver necrosis post-mortem. 

the pre-icteric phase there was usually mistaken diag- 
nosis influenza, which was cause difficulty obtaining 
suitable material for isolation the hypothetical virus. 

The following materials were used most the author’s 
studies 


(i) Blood serum, frozen and thawed blood clot, from 

child the pre-icteric phase (2nd day disease), 

(ii) blood serum from young adult taken the 3rd day 
jaundice was just beginning, 

(iii) liver and spleen obtained post-mortem from the 
fatal case (3rd week disease), 

(iv) nasopharyngeal washings from young adult taken 
the Ist day jaundice (Sth day disease). 


Intranasal, intraperitoneal and intracerebral inoculations 
mice and guinea-pigs with these materials gave negative 
results, which were not unexpected but served exclude 
leptospiral jaundice. 

Attempts demonstrate the presence virus means 
the complement-fixation reaction, using convalescent serum 
against (a) saline extracts liver and spleen the fatal case, 
and heated serum acute cases, were negative. 

Negative results were also obtained from attempts 
vate blood from acute cases (a) the chorio-allantoic mem- 
brane developing hen eggs, and (6) the Maitland 
technique. 
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MODIFIED (FRUCTOSE) TOLERANCE 
TEST COMPARED WITH THE HIPPURIC ACID SYN- 
THESIS TEST HEPATIC EFFICIENCY 

Rennie, British Journal Experimental Pathology, 
24, 26-32, February 1943 


This work continuation investigation made the 
Gardiner Institute Medicine and the Western Infirmary, 
Glasgow (Rennie, 1942) into the efficiency hippuric acid 
synthesis test hepatic function. This test, originally 
devised Quick (1936), involves the administration 
mouth benzoic acid. The urine passed during the 
succeeding hours collected and the hippuric acid 
estimated gravimetrically, the results being expressed 
grams benzoic acid excreted the 4-hour period. 
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normal controls the range was with mean 
patients with disease the liver the test was found 
considerable value index hepatic dysfunction. 
proved useful the prognosis acute hepatitis but was 
help the differential diagnosis hepatic disease jaundice. 

The present paper deals with series cases which 
the results the hippuric acid excretion and the levulose 
tolerance hepatic efficiency are compared. The 
levulose tolerance test described Stewart, Scarborough 
Davidson (1938) has been modified that only two 
samples blood are required—half and one hour respect- 
ively after the ingestion levulose fasting 
patient. Plasma levulose was estimated directly Herbert’s 
(1939) method. series control cases the maximal 
rise plasma levulose varied between and mg. per 
100 ml. and two-thirds the cases occurred the one- 
hour specimen. value more than 15-0 mg. per 100 ml. 
the plasma either the specimens con- 
sidered abnormal. The shortened form the 
tolerance test indicated impaired function the liver 
out patients suffering from acute hepatitis, secondary 
carcinoma the liver, obstructive jaundice and cirrhosis. 
This smaller proportion positive results than was 
obtained Stewart, Scarborough Davidson who used the 
extended form the test (four half-hourly specimens 
blood) and estimated levulose whole blood. The test 
was negative high proportion cases secondary 
carcinoma the liver and frequently also obstructive 
jaundice. Biliary disease alone, with without gall-stones, 
did not lower the tolerance and two cases cholan- 
gitis gave results only just above normal. Raised plasma 
levulose values were found most frequently hepatic 
cirrhosis. out cases acute infective hepatitis 
normal results were obtained but not all the patients were 
tested early stage the disease. 
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EXPERIMENTAL TRINITROTOLUENE POISONING 
The Effect Diet 

421-443, December 1942 


This paper from the Medical Unit and Department Morbid 
Anatomy University College Medical School, London, 
reports the influence varying diets the production 
rats toxic effects trinitrotoluene. Both the last 
and the present war was recognised that workers 
explosives factories who were exposed trinitrotoluene were 
liable develop severe liver necrosis and anemia. Although 
the number fatalities proportion the total number 
workers exposed relatively small, yet has been found that 
mild symptoms poisoning are present workers 
and may cause considerable loss working hours. 

has recently been shown that the degree liver damage 
animals exposed various liver poisons varies considerably 
according the nature the diet, and this paper the 
authors applied these methods trinitrotoluene poisoning. 
The experiments were carefully controlled and consisted 
feeding rats with three standard diets, one rich protein, 
one rich carbohydrate and the third rich fats, and the 
test animals received addition 0-15 trinitrotoluene 
per kg. body weight. 

was found that rats fed the protein carbohydrate 
diets failed develop severe symptoms pathological 
changes the liver. the protein-fed group there was 
difference the gain weight from the controls. the 
carbohydrate-fed group the normal increase weight was 
suspended. the rats the fat diet, symptoms poisoning 
essentially similar those observed man were noted—loss 
weight, increased appetite, excretion trinitrotoluene 
derivatives the urine (rats excrete pigmented derivative 
the urine, whereas man, dogs, cats, and rabbits the 
derivative colourless but can demonstrated the appli- 
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cation Webster’s Test), the development 
(in man aplastic has been described, but 
this has not been reproduced with certainty animals and 
was not observed these experiments), and hepatic lesions 
varying from fatty degeneration the centre the liver 
lobules acute necrosis the liver cells. was thought 
possible that, trinitrotoluene soluble fat, the fat diet 
might facilitate absorption, but was found that the poison 
was absorbed entirely animals all three diets. was 
also found that animals which were the fat diet before 
being given trinitrotoluene developed symptoms more rapidly 
than those which had been normal diet, and only started 
receiving the fat diet the same time the poison. 

The authors consider that the high fat diet influences 
the animal’s metabolism that its ability dispose the 
trinitrotoluene within its tissues impeded and toxic effects 
are thus facilitated. The natural inference may drawn that 
some dietary control may limit the dangers workers exposed 
trinitrotoluene. 


excellent discussion the history, clinical manifesta- 
tions and pathology trinitrotoluene poisoning was held the 
Royal Society Medicine, London, April 1942 (Proc. roy. 
Soc. Med., 1942, 35, discussion was opened 
Dr. Bridge (late H.M. Senior Medical Inspector 
Factories the Home Office), who described the history the 
condition and gave official statistical information. Accounts 
the actual working conditions and clinical symptoms were 
given Dr. Catherine Swanston and Dr. Ronald Lane, 
both Medical Officers factories. The pathological changes 
were described Professor Davie, Professor Pathology 
the University Liverpool.] 
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THE SPHINCTER MECHANISM THE LOWER END 
THE BILE DUCT 

Gordon-Taylor, British Medical Journal, 149-151, 
8/8/42 


This paper was read the second and concluding part 
Hunterian Lecture delivered the Royal College Surgeons 
England. generally agreed that some form sphinc- 
teric mechanism exists the lower end the bile duct. 
Whether this sphincteric control due the muscular coats 
the duodenum which the bile duct traverses peculiar 
oblique manner, whether due some special develop- 
ment the muscular wall the bile duct, uncertain. 
Oddi (1887) claimed have discovered distinct circular 
band fibres which has been called the sphincter Oddi. 
Other observers claimed have confirmed the presence 
these fibres not only man but the dog and rabbit and 
also the foetus the Antarctic whale. Some doubt has 
been cast these observations, and Dardinkski 
denied the presence independent sphincteric ring. His 
conclusions have been confirmed the present author’s 
colleague, Professor John Kirk, who has made investigations 
human adult and material. Boyden Schwegler 
(1936, 1937) investigated the development the muscular 
coats the duct. They were the opinion that these be- 
come differentiated situ and were not duodenal origin. 

Both these observers, common with Dardinkski and Kirk, 
mention the presence longitudinal fibres which run down 
into the villous processes the lower extra-duodenal part 
the duct. Kirk and the present author consider that these 
fibres act retractor the papilla. Retraction has been 
observed operation man and followed efflux 
bile from the ostium. The muscular tissue the villous 
processes around the ostium duodenal origin, and when 
contracts produces clustering these processes suffi- 
cient prevent the regurgitation duodenal contents into 
the bile duct. would appear then that the sphincter 
Oddi fact artefact dissection and that true circular 
fibres not exist the region investigated Oddi. 

This opinion confirmed some measure the observa- 
tions (reported this paper) Kirk, who showed that 
the cat there thickening the circular coat the duo- 
denum where the bile duct penetrates it, and that this thicken- 
ing does not extend into the ampullary region. There are 
some suggestions from comparative studies that the ampulla 
involutionary structure which receives its muscular fibres 
from the duodenal musculature. These ampullary muscular 
fibres are, however, not circular arrangement. 
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The experimental work animals both with and without 
gall bladders has produced very equivocal results. The 
damage nervous structures—ganglia and fibres—involved 
some experiments extensive invalidate the con- 
clusions drawn from the observations. man, many 
relevant observations have been made which indicate that 
the sphincteric mechanism not only efficient but sensitive 
the reaction the bile and its concentration. When 
this mechanism damaged operation cholangitis 
almost constant sequel. significant that cholangitis 
absent cases congenital dilatation the bile duct 
treated anastomosis the dilated bile passages and the 
duodenum (Walton, 1939). The explanation such im- 
munity may that some bile finds its way through the 
normal ostium and prevents any possible regurgitation 
duodenal contents the bile duct. 

The present author lays claim have solved the problem 
the control the biliary secretion into the duodenum. 
His paper many ways challenge surgeons make 
more careful observations when opportunities present them- 
selves see the biliary ostium action. may well 
that quite apart from controlling the flow bile into the 
duodenum and preventing the reflux duodenal contents 
into the bile ducts, the sphincteric mechanism may also 
include some chemo-receptor mechanisms, the nature 
which indicated recent paper Long (1942). 
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EFFECT DIET THE CONCENTRATION 
CHLOLESTEROL BLOOD AND BILE 
Gough, British Medical Journal, 390-391, 25/9/43 


this paper from the Clinical Laboratory the Royal 
Infirmary, Edinburgh, the author reports investigation into 
the relationship between high and low cholesterol diets and 
blood cholesterol. Hospital patients with apparently normal 
metabolism were fed low-cholesterol diets (about 300 mg. 
daily) for fortnight, after which they were given addi- 
tional 900 mg. pure cholesterol, eggs (approximately 
1,100 mg. pure cholesterol) sheep’s brain 
(approximately 2,170 mg. cholesterol) daily. Blood chole- 
sterol was estimated intervals days, and the same 
time every day, throughout the experiments. 

Estimated Myer Wardell’s colorimetric method, 
plasma cholesterol was unaffected diet out cases, 
while cases was raised the addition 900 mg. 
cholesterol daily the basic diet, and also the daily 
addition eggs. second series cases plasma 
cholesterol, estimated Okey’s digitonin precipitation 
method, did not rise with high-cholesterol diet. 

normal subjects did not raise either the free the esterified 
cholesterol blood, estimated Okey’s method. This 
may due failure absorption crystalline cholesterol 
some mechanism whereby removed from the blood 
and altered into some compound not detected the analytical 
method employed. 

with biliary were given diet with high content 
cholesterol, either the pure substance brain. Bile 
was collected from the fistula alternate days. The 
cholesterol content the bile was very low immediately 
after operation, but rose gradually, although with considerable 
day-to-day variation mg. per human 
cases biliary fistula impossible determine what 
proportion the bile draining externally and what 
draining through the common bile duct, the total secretion 
bile cholesterol cannot estimated, but the concen- 
tration cholesterol given sample bile can com- 
pared with the cholesterol ingested the diet. these 
cases, showed distinct rise bile cholesterol con- 
centration diet containing about 2,000 mg. cholesterol 
(50 sheep’s brain) daily, rise when the high-cholesterol 
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diet was first given, with subsequent return the original 
level while the patient was still the high-cholesterol diet, 
and fall the cholesterol concentration the bile 
low cholesterol the remaining bile 
concentration did not vary with changes the 
content the diet. 

overcome the difficulty determining the total output 
cholesterol the bile, tube was inserted into the common 
duct dog that all the bile drained externally, and the 
animal was given sodium taurocholate mouth 
daily compensate for the absence bile the 
After about days the volume and cholesterol content bile 
became fairly constant mg. cholesterol per 100 
bile, and total bile cholesterol excreted about mg. daily), 
sterol) then produced immediate rise bile cholesterol 
concentration (27 mg. per 100 and total bile cholesterol 
mg.) which lasted for hours. Subsequently, however, 
both concentration and total output cholesterol the bile 
returned the original level, although the high-cholesterol 
diet was maintained. 

The author concludes that there direct correlation 
between the intake cholesterol and its level the blood 
and bile and, consequently, that there ground for pro- 
hibiting foods rich cholesterol from the diet patients 
with cholecystitis and cholelithiasis. 
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THE SECRETION URINE DEHYDRATED AND 
NORMAL INFANTS 

Childhood, 17, 65-81, June 1942 


Gastroenteritis necessarily subject considerable interest 
all those responsible for the care infants. The chemistry 
the blood serum this condition has been carefully investi- 
gated, and few authors have carried out urine and renal 
function tests. has recently been shown (McCance 
Young, 1941) that the kidneys new-born infants function 
differently from those adults. 

the present investigation, renal function was studied 
infants admitted gastroenteritis ward children’s 
hospital and normal infants who were convalescent. 
Although has been shown that above the age one year 
the excretion urea and other functions the kidney are 
proportional the surface area the body, the authors 
demonstrate that this relationship does not hold infancy, 
and that birth the clearances urea and minerals are lower 
than adult life. They are particularly low premature 
infants, but increase with age during the first year. The urine 
infant tends have low specific gravity even when 
very little being passed. Further investigations have 
shown that, judged adult standards, the glomerular 
filtration rates (measured the inulin clearances) are lower 
infancy and that they tend fall when the volumes urine 
diminish. These findings together indicate that the efficiency 
infant’s kidneys depends upon the maintenance 
high rate urine flow. 

infants who are dehydrated the output urine reduced 
and this inevitably accompanied functional renal failure. 
This accounts for some the gross changes the serum 
chemistry which have been described infants suffering from 
gastroenteritis. Such changes may exaggerated mis- 
guided treatment. For instance, young infants seldom, 
eliminate urine concentrated normal saline and therefore 
indiscriminate administration such fluid may raise the 
serum sodium and chloride dangerously high levels. 
may essential part treatment replace minerals lost 
the stools and vomit, but therapy this sort should 
carefully controlled. 

evidence any specific renal lesion has been found 
dehydrated infants. Their kidneys are functioning the 
normal infantile manner, but when the amount water 
available for excretion diminished, they may unable 
maintain constant internal milieu. 

The authors’ findings are given detail the original 
paper. The chemical estimations were made described 
McCance Young (1941), and Young, Hallum McCance 
(1941). 
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ABSORPTION AND EXCRETION OXALATE 


Clinical interest oxalate metabolism depends mainly 
the presence calcium oxalate renal calculi and the 
excretion calcium oxalate crystals urine. The crystals 
are often viewed with suspicion possible precursors 
calculi. this paper from the Courtauld Institute Bio- 
chemistry, Middlesex Hospital, the author reports investi- 
gation carried out with the above considerations mind 
the factors influencing the absorption and excretion oxalate. 

The ester method Dodds Gallimore (1932) was 
employed for the determination oxalate. The normal 
urinary output for fourteen normal adults uncontrolled 
diet was found 20-47 mg. oxalate per day, with 
average mg. per day. The output two cases was 
shown remain steady over period several days 
constant diet. The effect consuming 150-200 rhubarb 
was studied three human subjects. these cases the 
daily urinary output oxalate rose almost twice the 
normal figure. 

If, however, the meal which the rhubarb was eaten was 
supplemented pint [about 285 cm.*] milk, one 
case, calcium chloride, the daily excretion oxalate 
remained within normal limits. This effect was attributed 
the conversion soluble oxalate into the almost insoluble 
calcium oxalate the intestine. Experiments human 
subject well cat showed that calcium oxalate was 
poorly absorbed. 

The authors suggest that milk should taken with food- 
stuffs such rhubarb and spinach which are rich soluble 
oxalates, order avoid excessive oxalate absorption. 
this way the kidneys are saved the task excreting the 
absorbed oxalate, which present large quantity may 
favour the formation stones. 
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ATHEROSCLEROSIS THE MAIN RENAL ARTERIES 
ESSENTIAL HYPERTENSION 

Richardson, Journal Pathology and Bacteriology, 
55, 33-39, January 1943 

This paper, from the Department Pathology the Royal 
Victoria Infirmary, Newcastle-on-Tyne, describes investi- 
gation into the incidence lesions the renal arteries 


essential hypertension. 


Since Goldblatt and his associates described, 1934, 
persistent hypertension dogs which renal ischemia 
had been induced clamping the main renal vessels, in- 
vestigations have been proceeding endeavour find 
changes cases human hypertension comparable 
nature. few cases hypertension children and young 
adults have been relieved the excision chronic pye- 
lonephritic kidney, and there have been isolated accounts 
which thrombosis the renal arteries was associated 
with hypertension, but consistent lesion had been described 

this study the author examined the kidneys and renal 
vessels series 145 patients who had died between the 
ages and 80. There were cases hypertension 
(as judged blood pressure reading life least 
150/90 mm. or, where blood pressure reading was not 
available, heart with idiopathic left ventricular hyper- 
trophy and weighing more than 400 grams the female 
450 grams the male). The control series 113 cases 
were comparable ages but without clinical evidence 
hypertension post mortem evidence cardiac hypertrophy. 

the hypertensive cases there was apparent 
stenosis one both renal arteries atheromatous 
plaques. the majority these cases the narrowing was 
the proximal portion the artery, near its origin from 


the aorta. Beyond this region the renal artery and its 
branches were natural, although the kidneys showed macro- 
scopic and microscopic lesions characteristic essential 
hypertension (arteriolar sclerosis). the remaining 
hypertensive cases, lesion was found either renal artery, 
but there report the changes the kidney itself. 
the cases with hypertension and stenosis the renal 
artery, showed generalised atherosclerosis all the vessels, 
the atheroma was limited the aorta, and the remain- 
ing the atheromatous lesions were virtually limited the 
renal arteries. 

the control group 113 cases without hypertension 
105 showed lesions the main renal arteries. the 
remaining cases, atheromatous plaques were present, but 
only was the degree occlusion comparable with that 
seen the hypertensive cases. 

The importance this study that produces rational 
morphological evidence for the initiating step the vicious 
circle essential hypertension man. There precise 
knowledge the factors which induce atheroma the 
aorta and its main branches, but clearly degenerative 
lesion and occurs with increasing severity age advances. 
has long been recognised that atheromatosis commonly 
more severe cases hypertension but may, and frequently 
does, occur without the presence hypertension. This 
paper shows that, the majority series cases 
hypertension, there narrowing the renal arteries 
atherosclerosis degree likely produce some renal 
ischemia life and initiate the changes the renal 
parenchyma which are associated with hypertension. 

[Note Interest has recently been focussed 
the specialised muscle cells the juxtaglomerular complex, 
Goormaghtigh cells, which occur the walls afferent 
renal arterioles the commencement the glomerulus 
has been shown that there hyperplasia these cells 
hypertension man and animals, and they have been sug- 
gested the source vasopressor substance. good 
review these cells and their significance renal pathology 
will found paper McManus (1942). 

The fact that, 25% the cases hypertension 
Richardson’s series, lesion was found the renal arteries 
does not detract from the significance the findings, for 
already known that there are many other modes which 
renal ischemia hypertension may occur. perhaps 
unfortunate that description the changes the kidneys 
this group was not included. Nor surprising that, 
under the controls, stenotic lesions were found 
the renal arteries without evidence hypertension. experi- 
mental animals the degree ischemia has adjusted very 
carefully induce hypertension, which, even under these 
circumstances, may not develop some the animals. 

clear that studies larger series cases the lines 
carried out Richardson are necessary before this evidence 
can accepted without reservation, but, apart from its 
academic interest, does point way possible form 
therapy early cases hypertension. Byrom Wilson 
(1941) the Medical Unit the London Hospital showed 
that when hypertension has been induced experimental 
animals and allowed persist, removal the constricting 


mechanism does not relieve the hypertension, secondary 
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irreversible lesions have developed the kidneys themselves. 
anastomosis between the kidney and the omentum 
were produced surgically, might, early cases, overcome 
the renal ischemia consequent the stenosis the renal 
artery. Indeed there are already claims promising results 
from such operation.] 
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TREATMENT THE NEPHROTIC SYNDROME 
WITH SERUM TRANSFUSIONS 

Journal, 25/4/42 
This paper the text report the Medical Research 
Council from two London Blood Supply Depots. The 
administration diet rich protein patients affected 
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ith the nephrotic syndrome has for long been accepted 


rational treatment. The results, however, are frequently 
disappointing, because proves difficult practice in- 
fluence the level the plasma proteins. Now that human 
serum and plasma have become available large quantities 
for transfusion purposes, natural that attempt should 
made see whether more satisfactory results can 
achieved the administration protein intravenously. 
Recent work Madden Whipple (1940) has shown, 
however, that protein introduced intravenously can leave 
the bloodstream rapidly that there guarantee that 
even temporary increase the plasma protein level can 
produced this method. 

The first report upon the results treatment cases 
nephrosis with serum transfusions was very encouraging 
(Aldrich, Stokes, Killingsworth McGuinness, 1938), out 
cases being completely relieved but the experience 
Weech, Goettsch Lyttle (1940) was very different, only 
out their series cases responding favourably. 

The present authors, working the Emergency Blood 
Transfusion Service established the Medical Research 
Council the London area, have carried out investigations 
attempt obtain further data upon the value serum 
transfusions the treatment nephrotic syndrome. Like 
Aldrich al. they used 4-times concentrated serum, reconsti- 
tuted from the dried (lyophile) product. Their subjects 
were not closely comparable with those Aldrich, however, 
for whereas the latter were mainly children affected with 
lipoid nephrosis, out the present authors’ cases 
were adults who were the nephrotic stage chronic 
glomerulo-nephritis. these cases was naturally not 
hoped that improvement would other than temporary. 
the remaining cases treated, the diagnosis was amyloid 
nephrosis and lipoid nephrosis and malabsorption 
protein from the alimentary tract the other 


Most the patients received two more 
and the dosage ranged from 500 the 


concentrated serum. When amounts 200 


transfused, the time taken for transfusion was less 
minutes; when larger amounts were administered, 
hours was taken. serious symptoms developed during 
the transfusions, although some febrile reactions 
patients only were completely relieved 
their cedema following transfusion and one these the 
cedema had returned within days and was then unaffected 
further transfusion. cases there was slight 
improvement and cases there was increase the 
cedema. the remaining cases change occurred. 
Investigations showed fall hemoglobin concentration 
and hematocrit immediately after transfusion, with 
increase serum protein concentration. The hemoglobin 
concentration and had risen again hours 
later, and the serum protein concentration had the majority 
cases fallen the pre-transfusion level. 
available data the authors conclude that the lost 
not excreted the urine but taken the tissues, 
They consider that failure obtain good diuresis after 
transfusion partly explained the large amount 
salt contained dose concentrated serum and they 
believe that serum transfusions are likely prove little 
value the treatment the nephrotic syndrome, least when 
the amount protein transfused from 100 grams. 
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